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7. This application has been filed with Informal drawings under 37 C.F.R. 1 .85 which are acceptable for examination purposes. 
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1. Claims 1, 2, 4, 5, 7, 8, 10, 11, 13, and 14 are pending in 
the instant application. 

2. The text of those sections of Title 35, U.S. Code not 
included in this action can be found in a prior Office action. 

3. Claims 1, 2, 4, 5, 7, 8, 10, 11, 13, and 14 are rejected 
under 35 U.S.C. § 112, second paragraph, as being indefinite for 
failing to particularly point out and distinctly claim the 
subject matter which applicant regards as the invention. 

In claim 1, it is not clear as to what steps for blocking 
the VLA-4 antigen are encompassed by the claim. Do the steps 
include isolating the fibronectin or VCAM-1, generating VLA-4 
antibodies, and administration of the blocking agent to a patient 
diagnosed with leukemia? The claim should set forth the method 
steps in a positive sequential manner. 

4. Claims 1, 2, 4, 5, 7, 8, 10, 11, 13, and 14 are rejected 
under 35 U.S.C. § 112, first paragraph, as the disclosure is 
enabling only for claims limited to the anti-VLA-4 antibody alone 
or with a cytokine. See M.P.E.P. §§ 706.03(n) and 706.03(z). 

The rejection is maintained for reasons set forth in the 
previous Office action and stated below. 
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Applicant arguments have been considered but are not deemed 
to be persuasive because the antibodies used in the examples and 
the claimed VCAM-1 and fibronectin molecules are very different 
proteins. Applicant has not provided in vivo data showing 
fibronectin, fibronectin peptides, soluble VCAM-1, or VCAM-1 
peptides can peripheralize CD34 + cells. Each of the claimed 
polypeptides and peptides bind to VLA-4 with a different 
affinity. Thus, it is unpredictable whether the binding affinity 
of the VCAM-1 or fibronectin molecules is sufficient to block 
VLA-4 antigen and to mobilize the CD34 + cells. 

5. Claims 1, 2, 4, 5, 7, 8, 10, 11, 13, and 14 are rejected 
under 35 U.S.C. § 103 as being unpatentable over Haas et al. or 
Craig et al. in view of Teixido et al. (1991) or Williams et al. 

The rejection is maintained for reasons set forth in the 
previous Office action and stated below. 

Applicant argue that there is no suggestion in the cited 
references to combine the teachings. This is deemed not to be 
persuasive because the motivation for combining the teachings 
could be based on scientific reasonings and does not have to be 
disclosed in the cited references. Peripheralization of stem 
cells with different agents is well known in the art. For 
example, the primary references teach the use of GM-CSF, SCF, or 
IL-3 to increase the number of stem cells in the peripheral 
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blood. It is also known that in normal hematopoiesis , the 
hematopoietic stem cells are confined to the bone marrow to 
mature. In addition, Teixido et al. (abstract) and Williams et 
al. (page 440) teach that progenitor cells, such as CD34 + and 
CFU-S 12 , adhere to the bone marrow stromal cells via the VLA-4 
antigen expressed on progenitor cells and the VCAM or fibronectin 
protein expressed by the stromal cells. Therefore, the skilled 
artisan would have reasonably expected that blocking the adhesion 
of VLA-4 antigen to the stromal cells would free the stem cells 
from the bone marrow stroma and would increase mobilization of 
the stem cells into the peripheral blood. Since Teixido et al. 
and Williams et al. show that anti-VLA-4 antibodies, VCAM 
molecule, and fibronectin peptide are capable of blocking the 
adhesion of progenitor cells to bone marrow stroma, it would have 
been obvious to the skilled artisan at the time the invention was 
made to modify the methods of peripheralizing stem cells 
disclosed by the primary references by adding a VLA-4 blocking 
agent, such as the anti-VLA-4 antibodies, the VCAM peptides, or 
the fibronectin peptides. Although the secondary references do 
not discuss methods for increasing the number of stem cells in 
the peripheral blood, the skilled artisan would have concluded 
from the teachings of the secondary references that the addition 
of a VLA-4 blocking agent would increase peripheralization of the 
CD34 + cells. Conseguently , one having ordinary skill in the art 
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would have been motivated to combine the primary and the 
secondary references for increasing peripheralization of CD34 + 
cells . 

Thus, the claims are prima facie obvious over the prior art. 
6. No claim is allowed. 



THIS ACTION IS MADE PINAL. Applicant is reminded of the 
extension of time policy as set forth in 37 C.F.R. § 1.136(a). 



A SHORTENED STATUTORY PERIOD FOR RESPONSE TO THIS FINAL 
ACTION IS SET TO EXPIRE THREE MONTHS FROM THE DATE OF THIS 
ACTION. IN THE EVENT A FIRST RESPONSE IS FILED WITHIN TWO MONTHS 
OF THE MAILING DATE OF THIS FINAL ACTION AND THE ADVISORY ACTION 
IS NOT MAILED UNTIL AFTER THE END OF THE THREE-MONTH SHORTENED 
STATUTORY PERIOD, THEN THE SHORTENED STATUTORY PERIOD WILL EXPIRE 
ON THE DATE THE ADVISORY ACTION IS MAILED, AND ANY EXTENSION FEE 
PURSUANT TO 37 C.F.R. § 1.136(a) WILL BE CALCULATED FROM THE 
MAILING DATE OF THE ADVISORY ACTION. IN NO EVENT WILL THE 
STATUTORY PERIOD FOR RESPONSE EXPIRE LATER THAN SIX MONTHS FROM 
THE DATE OF THIS FINAL ACTION. 



Any inquiry concerning this communication should be directed 
to Sally Teng, Ph.D., at telephone number (703) 308-4230. 

Any inquiry of a general nature or relating to the status of 
this application should be directed to the Group receptionist 
whose telephone number is (703) 308-0196. 
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Papers related to this application may be submitted to Group 
180 by facsimile transmission. Papers should be faxed to Group 
180 via the PTO Fax Center located in Crystal Mall 1. The faxing 
of such papers must conform with the notice published in the 
Official Gazette, 1096 OG 30 (November 15, 1989) . The CM1 Fax 
Center telephone number is (703) 308-4227. 



Sally Teng 
March 24, 1994 




GROUP 1800 



